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^ mm-r^b^x^ 

[0073] -<^KISc^<z)§|3^Wr^y^IB^J^MLT^, mm^M 

WO 03/081255 Al^^^^b^^^^^LS r^y°^K<Z)C7N^T^7l^SEM 
^T^/gllE^fW^&cJ ^&£*iJfflLTA^£ift5, 

T^ymnmb(D%$ftmf£—m>mMx%, x^m^m^^—com^m^, m 

%l-f&Z.b&X%5 0 

[oo74] (b) mmmm^ir^^^m^hf^^^m^m^ 

[0075] ^<z?^ N Ji^-rsftfrAo-a^r^^iem^^K^^b, im#JW^>v^ 



WO 2005/062034 36 PCT/JP2004/018901 

[0076] ^e*5 N Sim^^tfUW^^J^OirL-T, V^WtiK T^MK tKndf 

ftte, tt<^$?y y <J>^ N TA^—l/tzZ^ 0-^f;Wbii, ^/i^^gK r-x^af 

^{|ij^_hotKn^->s— (DVyWt.it, ^vyymm±.(D\i}?u3cyM^(Dyymkft 

mfeztiz, mm^nm^y^m^M(Dmm^y o ^w}im(Nex-id)f^-(jKm 

^K^>tm (Nex-mod) ^^^W^Sft^^^J^^K^^C 
[0078] B»t)f^^^V/^^«^S*-r»|R^f«^S^^^TV^T^y^S^ 

[0079] tot, ilE#Il?f-^-^^mtl5^^y^°*-o^\ 

n&<o9y<9'Rim— (DT^ym^i^-r^y^vmxm^tix^^t-rti 
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[0080] ttrsE(A) (D^mtrnm^s imftt&<D?^/<?w&&<D^^vmK&w*mm 

ti^^-S (Mref) t^Hf^C- SH^W^^ii^N MS/MSMfe(^ 

m>mm.x%, ^m^m^^— (om^mm^, m%\~rz>^b&x% 

[0081] ^-<7)|Wl^^M^bT31tX$^c^^P^^^KS*(Dti^^Kif>t 

^m&~$t;-tz>b¥\m£thx^^\ mm^m^^vm^^^x, ^<d-< 
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*(Mref) k— SCfiUffllUK (Mex) ^^5*[H^(DfI^jf MM^^M 

tb&jkft&is/^m^ £vn^^m^xm—(Dm7£<Dm$km'M'tz>^k^mx&> 
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[0084] MxJ3\ aJvl^/WfcOS^ N-*/V5/M^^— Tif^y-tRNA tfvl^/W 

[0086] — ikn^m^m^x^ mm^comwtm^n^A^i^^m^M 

^S(Mref-mod)^, — ^Ct^tn^tlX^^, MMtifft&P^fg&te&M 

m^^vmK&^&x, Mfcvx^^m^f^/^mzm^irzmfc^y^v 



WO 2005/062034 40 PCT/JP2004/018901 

[0087] (C) N^m$&M¥l/^K<Dmj£ 

[oo88] z<Dm&, ^m-r^Et-mmm^mm^y^vmbu 

[0089] 1K^> fufEMMix — ^ • ^ C^5^^^^f» — ^ ( 

[0090] ^?W^©^^/^^K^S*t-6N^(Z)^ 0 ^Kif>t^^S^, fll* N [HC 
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[0091] t£oT N i!B#IS?f^-<^^(^m5^^^f©-oi^t5 

— (Dr^ymnm^-r^ mm) ^^r^/muv^m^^^^w^ 

[0092] ^— oi^^cDf^M^brssiJ^n^^^^^K^^i-scmif)^* 
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[oo93] m^x, mm^M^^^w^M(D^^w}i^xm^tix^^m^ 
iamb, m\Lmm^^y<^m^mMb^mvtcm^^i'^b^w\^ti^ m 

Mref)£r#tf}U 

[0094] i^Ciotft, f^fW^^^^^Kfe5f50^°^-KifK-^)^T«, ^tJb&ft/t 
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^n^T^g&gE^m^Sti^ N^fiiJ^^, &ffl£;ft/TVv£v w^K^JWz: 
[0095] ^JfSu ro^^tM^&^T, SliR^©N^7 H n-fe5/v'^^S5fe-r5— iS 
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»#p-e#, i«9«^>i^v^— oiwi^f^M^ SS'J-f-6r^^-e^5 o 

[0096] mf&, ilSRf£»N^Vi?:y^^^C£«, ^K^/^—if^iS^IM 

[0097] (d) c^^M^^^Wcom^: 

03«7^-rS£5^ M$rft&.<D*f*?'&:fe. y/Ait^_h^=— K^ttS^ 

[0099] fe, fufE#JM*P^— ^ • * * (^m^^y/^I©- o *T5 ( 
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Mref) tmKftfc— gcrzkWMstiz, mmffiMMtfis^w&te^mm^^ 

-r&tm&nzfchb, mmM^^/^n&^mm^^wKmm (Nex) 
[0100] Mmif^©^^^^K^s*t-6N^(Z?^ o ^Kif>t^^a^, in* , mc 

[oioi] t£oT, iE#ISPf • ^ t^f ^i^^y/^I© - 

[0102] ^/c N ^-(Dm^<Dmmt^xmm^nfc^u^^w^M-r^mwr)^M 
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[0103] ^px.t, mm^MM^>^n^M(D^y o ^vm}i^x^Hi^nx^^m^ 

fi(Mref)£r|fMU 
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^4(Mref)^ — iH-5^^J^£n-Clv£l\ ^mfe(DmM$fM^?>^?'M& 
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[0105] turn. ^<Dr.^Mitmm^^^x, mm^cM^^y^^i^^-i-^— si© 

[0106] ^fc, fufBtf) r^^K(DC^T^/M^W?^&j ^&^lJfflLT\ f^jf 

w&&mm^<?vm}t<DmmmmmMex) b-m^^bvx, -^mwtsn 

%f??^bx\ -yknktm^(D&mi±%$iim~rz>^b&x%z> 0 
[0107] mm, mm&ncMs'ttyi/^y&ZLKZitZ), ^v^y^-^Kx&wm^ 
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[0108] (E) 7vT^'Xy?4i/>'y\Z£y)&&£M?>'s*?'ft<Dm%. 

02^M^i-5J:5^, ffi$Ttt&<D?>''**Wft. yyAite^-btea— K&frS^ 
[0109] *:<£>i§£\ ±^5tfjM7£^ffl^^(DEiI^^K^tb, m&Mg&itt'y 

ymnm^m&nfrSte^zf^yffiftcD m^>m <D&*mn, ^*r^y 

[ono] 1K^> ffrfB^)^^— *.^<— 7^:^^^y/^Sro — ^*j~T5( 
Mref) ^HfCift^ $crz>b¥\fe£tiZ>, mM^fMM^^M^^MWl^^V 

©^ffl^T^KBfjmgc (Nex) d^l«r«C^t>fcSo 

[oin] f^w^cD^^/^^K^o, m^^nx^^n^y^vm^m^mm^ 
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[0112] tot, |U|E#^S2P^— ^--<— ^^CtSW^^^^/^flD- 

[0113] cDi^^(D#M^braso$n^^^^/^^K^>^-r5(m»f)^* 
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[0114] i^taotii, —mJzkWfe£tiX\/^j:\t^fe^^}*m}ti>*£it>Z. — ii<^> 

tons] ^ -^i-ztwrntsfrizmmmm^^mftfe, N^mi^-mcommt, 

[0116] ^P^iT, f^jf^^^^WS^^-^^KSf^^^T^ffi^^TV^^^ 
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m^^mtf^mMmmm (Mex) t-^-r^hm^-^mm^^-rx-h^o 

bmfe-i-z>z.b&*smxibz> 0 
[0117] Mtfc&jta^ ^^^^^nx^^u^y^vm^fDm^m^u^t^^ 

Bsmxfo% 0 

[0118] m%i. ^^W^^^ftf 1 ©, ^ 0 n^^-^°^^^ii@^j;(9^^ 

m^^m&x^— (Dmfe<Dmffitm7£-rz>^k&»imxfoz> 0 
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[0119] (F) alternative splicing^ 



mmn^y^^m^ y/^af^ii^— p^tts. 



— ^(D^^-y^I#:C05^x alternative splicing^ 



[0120] ^*§^ ii3zti-r5tii^!fa^^oii:#i^y o ^K^^b, Mi#m^yy^ o y 



°-7°^m}f^&M-tZ>m4^m] mB\^n^tU^\ &ft, alternative 



splicing ^jilHLT, W^tbfc~ o©i^yy©M^}-3^ V^th&Ti 
^fc^y^mKcDtm^^ni^ft^-Ai^ — $£#J^ CKDgcDalternative 



splicing^CTt ^{C#P>tb5, 



[0121] mtmmmmf-^ 



3-K^^5, ^cDfficDalternative splicing^^CTV^^V^t^tbtlS^^ftT^y 

-rsm s^m(Mref) tmnm^-^c-r^tm^n^, mm^fn^^^nm 
^iipj^y^F^ifcCNex-id)/^^^ 

iff>t#:(Nref-id)^^-r5^, ^alternative splicing^SHUT, Wtig&frifr— 



[0122] tm%%tMM(Dy^<y'M c PCO, ^alternative splicing^ilHUt, SlS^fc-O 
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[0123] fot, mUmm&my*— ^^tt^^^^^y/^I©- o^*f-f-S 

K-f"S^V^3t{^_h^= I ^K^tL§, ^cDfl^alternative splicing 

j£-f&Z.b&X%Z) 0 

[oi24] ^ ^—(Dm^(Dmmtvxmm^nfc^u^>^m^n-r^mm)^M: 

(DfiOalternative splicing^^DTWil ^K^bth&^E^kMT^/^M&lt^— <D 
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n~fx&& 0 

[0125] l^diotii, — ifebfc^iJ^$ixTv^v^S-<^KifJt^^^S> — 5S<^ 

[0126] ^fc, -^&tw&n%mtmm^7°^mKfe, Nmrni^-mcommt, 
[0127] m^x, mm^M^>^w^M(D^^w)i^x^km^tixv^m^ 
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, — }gcOmdry^— o£fcf3^;h,E*-h£>IB8R## s , alternative splicingilfM^H 
U 

mt¥\fc-r&^t^mx&& 0 

[0128] JMW^;:«, ^^^^^^^^^f«^^^^K^@^^^^K»f>T-«, 

tt/fc^C0-efel9, -^(Djg^^fi, alternative splicingig^^jEHUT, iS^^S— 
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[0129] WZMtifMMfD^/^KtpfD, alternative splicingilfSt^BHbT, 

[oi3o] (g) ^m-rzy*—?-^— xtz.&>tfz>, mm^^WT^;mMmKmm*^~r 
smarts, yy^y«(Dmm 

-r^y^vm^b^yy^ywxm, ^m-i-^—y-^—^-t^, frfr&Mtif 
ttM<D?>'^M<D^/j±mte7'm.mmm*z, ^yy^y^k^x^ um^tix^^ 

[0131] MX.^, ^j-j^-rSmRNA, ^^^^OcDNAOJ^KIE^IJ^Jf W^tVCW^l^ 

— v^mmmi^^x, -<y o ^vm^<Dmm^^x^^k^^t^ g*^^, m 
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[0132] ^<Dm<D^y>mM(D^^mw%:^-r&ffi$k. ^m-r^—y-^—^^n 

#^l^v^cd^^6o — if, z<Dm^ftT$smm&\&ft&&<w&x'n, m<&%ay 
[0133] fe-c N ^ie^k^—*-^—*^^**-^ MtifMMy^ym 

»^^-r?>*i^^* (Mref) ^jCtfj^— 5fci"5t^J^^, f^?+Jf^^^ 
^^K»f (Nref-id) ^W^i^'^fCfe^^J^T^K 
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[0134] ^fc, (Dm^mmtvxmm^titc, m^^^m^n-r^ 

[0135] ii3m> -^-T5i:¥lJ^^tiIIEMiJ^ 0 ^Kiff>T-«, N*MJ(D-igcD|S^ 

[oi36] mm(A)(D^mtmm^ m^MM^^^m^^^^vm^'Mmmm} 

tfl/t^m (Mref) btmUftK—^%¥#mZflZ>m'&, MS/MS^t?*ia 
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^) o 

[0137] (h) r 



;#Mj^SBHbT, BiJ©T^Bfc8S=*— K£*vCW&k<£>#5, ^^^<^hVX 



[0138] ^r©^ 



[0139] tuiE^^s^— ^tfj^^tbs, tutsr — m&&m\&mw&8m<o— 
^s(Mref) mmtifMMt^^w&M^mm 

^^-YWxKW (Nex-id) ftibm^^^^KS *wit^K»f >m (n 
ref-id) ^fcg-rs^ glWtii, M^if^^^^^^W^^jfeu, tufEr-i^S 
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^(D^riij^°^Ki)f>ti« (Nex) frbmctcmtteZo 

[0140] ^j?W^^*i"^fCK:&5fcU (DT^/^mm^te^^ 

[oi4i] ^fc,tmmn^>^m^Mu ^-m.m^m](DT^/m^^tf^<^ 



[0142] tot, fuSE^^S^— ^--<— ^^^^tLS, fufE T— 



&x%z> 0 

[0143] ^— ©|Wl^(Df^M^LT51BlJ$tLfc, r— 
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[0144] iKi-. r— mm&m te&msXT^swtws&fi. ui^m^^^K^ 



[0145] ^fi#m^^^^^^K^?^SO^Dif$|3fi<Z)m^, ^?r#t>^V\ r— m 



IS. 



[0146] (H-i) r— m.m^m^&misXT^/m^^tL, mtimmw^-y^w^ 



f»ff *fi^ ^ ^ ^ K ^ ft * IH ^© K Iff - o tfi&fetZ feTXh 

So ^^-r§T^/«K g f* (Xref-snp) « N tulE^-TS roOf|^/f 

K^^T^/^IB^iJ^^^JKbTV^c ^£^5^* (Mref-ad) bWMiMWmi 
Mex) <ttf)^e A Mad ( = Mref-ad-Mex) M^^^T^/WM^ (Xref-snp) t>h^ 

^mtsntcT^/mmm (xex-sn P ) zmm-tz^ t& *imx&z> 0 se>fc, 

as (xref-snp) ^-K-rs^K>-sa^j^#^L, mm^ 1—m.m^mu^mmvx 



[0147] (H-2) r— ^#Mj^i£2HLTT5/^»^£;^ ^fi#^^^^fC5> 
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[0148] — ^^^-r^m^^K^^^s ^OBflfBte^5^$tb^:3i$m, « 

-fS — OCD^^Kiff^^^-rS^^-SCMex-fral, Mex-fra2)tt N »c 

ex-fral+fra2) fi, Mex-fral + Mex-fra2-18, -f-frfri^ jtfjffiM^""f"S— 0(7^-<^ 0 ^ 

Dfc&<D£ft5 0 Mf^ r(DMex-fral + Mex-fra2-18fi N 
fKlf^©it^t (Mref) tMl&-fZ>mXh% 0 
[0149] ^^i-^m^^K»f>t^ti^^-S(Mref) i^/h^^ffi©, ffiUMjffiC 

^^Kif>t^iS^b/c^ 0 ^K»f>t^^^«T»^fi(Mex-fral+fra2) = (M 
ex-fral + Mex-fra2-18) ^S-TSffi^WU ^ax^^^JI^^KEf 
Jn ©tt^^^-ft: (Mref) £<Z)^& A Mdiv ( = Mref-Mex-fral+fra2) ttS"f 5 0 
[0150] — ^\ ^^-TST^y^aS (Xref-snp) teWKLTVvfcl^ ^M$tbfcT^7^ 

as(xex-snp) M&&mftte*>'s*?&'^fam<Dtymm&&^z_z>i>(DX\ 

WKLTV^c tot, ^^AMdiv( = Mref-Mex-fral+fra2)^ ^^tbfcT^/Sfe 
«1 (Xex-snp) ^^-rSr^yma* (Xref-sn P ) £#£8^3^^ ~*IMX& 
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tlfcT^/WMM (Xex-snp) ^£3E&UfcK5, "ocD^^K^^^ 
fc— o(D^°^Kif>t»5>^-*(Mex-fral, Mex-fra2) b&MJfcl^X^^^b&WM 

r— ^jtBHUT, ^S$tL/cT3;y^S (Xex-snp) ?r3—K-rS> aKyg 
[0151] (H-3) ^#^^^^^K^?M®0^]iflfl3^(DM^, «c£r#^&l\ 

[oi53] Mcfoma-i, — ooT^tincifiH ts^f «{b a m « N by^ o h^T>-( 

XY 

Xref-snp), ^M£tlfz.7^/^j$M (Xex-snp) (D^^Ttlh, UitL^M^^^^K 

sMmm<Dtymn&&^&T^/mmmtm$^&ni?x&& 0 
[0154] — ^Mit^m^m^x, mmfebftox^z, ^^y/^ift*©ft^fK 

Mref-exSr^ft-f^o 

[0155] ^^P^^^KS5f5»m^^Kif>T-0^r«(tiir)T^/^SE^Jtt, fPJUt 
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K^Mj^i^^iHHUT, ^m^^fcT^/I^S (Xex-snp) K-ra, =K 
— K&;h^Leu^<E>3£i&fe^tfS, J^Jt/^jtbC GGGT^— K£tL6Gly^fe 

•So 

[0156] w_ho#Mf^oT, r— i^m^mncmmT^. T^;mw&&£.vx\,^z>&mfc 
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(Mref) t— MMmBHU (Mex) Sr^ri-55fc|U^©K*¥*ff W^^f* 
-?Jt (Mref) h—WcrZ>, KAmmm (Mex) &^3*|^5£©^#W*Nfe*>v-^ 

[0157] Hufa(A)(DW^|Wl«^ N ^^cD^^^^K*5fe»^^Kif>t€-K*IIPJ 

{S(Mex)^, ^^^^K^fijfe-r^-fe^h^o, ti^^K»f>tmm^^-r6 

ti^^-fi(Mref) b&nW&}lZ.—$ctZ>tmfe£tlZ>Wr&, MS/MSMfel-<t 
SP^^Jjfe— ©^figf^^ ct«9«^i^V^— (D|H^CD^M^> iism-sr^s-^ 

o 

[0158] tM^tS, #T5/^Sr=i— K-TS^K^, ^W^Ig^ll^f, 

r— m.m^mi izmm-tZs r^/mmWkfe, &mmz.*3^x* ^©^v^i^i 
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m&tiX\t^£\^W&K&^X%, ^ttcDfesr— ±^S#MJ ^jgH^S, 



[0159] r— \z.mm-rz>, r^ymnm^m.-r^m, #^^©5^, — 

[0161] lot, — ^Jt^fN-^-C, ^|^Si^tL/c^:^q^^^KS*©m^^ 
d^Sr^/BftSr^^-KUTV^aK^SrfflllSU — :^g^;:J: 1 93I^^B-£;^5T5/' 
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fch *?LI»&^ ^tt^^J;^ yyi»(Djt^'[f 

T*fe5transitionfi, ^IJ^S(A, G) ^fc^vV^S (T, Ot^ra^ltSiJI 
"CfoStans version^, ^K^l ^S"CBt±i^tL"CV^ 0 JP^T, transition^ 
^S^fB^ra, fcSlM*, tansversionM^S*fei^©ra(-*5^Si¥^^MSi:b 
K3fiT9^ transition^iSS*f©^©W> foSVM^ tansversionMitK^fg^cO 

[0 1 64] transition (T^C , A<^>G) > tansversion (AOC, T<=>G N G<^C , AOT) 
[0165] T<^>C> A<=>G > [A^C, T^G] > [G<^C, A«=>T] 
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[0167] -d=±l 

NOD;AATOGAT, A AC AC : (AOG) transition^ 
ION ; ATTOAAT> ATCOAAC: (TO A) tansversionM 
QOE ; CAAOGAA, CAGOGAG: (COG) tansversion^ 
•d=±16 
POL ; CCTOCTT, CCCOCTC 

CCAOCTA, CCGOCTG: (COT)transitionM 
AOS ;GCTOTCT\ GCCOTCC 

GCAOTCA, GCGOTCG : (GOT) tansversionM 
SOC;TCTOTGT, TCCOTGC: (COG) tansversionM 
AGTOTGT N AGCOTGC : (AOT) tansversionM 
VOD ; GTTOGAT, GTCOGAC : (TO A) tansversionM 
FOY ; TTTOTAI\ TTCOTAC: (TOA) tansversionM 
•d=±26 

SOL ; TC AOTTA TCGOTTG: (COT)transitionM 
HOY ; CATOTAT^ CACOTAC: (COT) transition^ 
SOI ; AGTOATT^ AGCOATC: (GOT) tansversionM 
AOS ;GCTOCCT, GCCOCCC 

GCAOCCA, GCGOCCG : (GOC) tansversionM 
•d=±30 
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T^M ; ACG^ATG : (C<=>T) transition^ 

G^S;GGT<4AGT, GGC^AGC: (G<^A) transition^ 
AOT;GCT^AGI\ GCC^ACC 

GCA^ACA, GCGOACG : (G<=>A) transition^ 
V<^E ; GTA^GAAv GTGOGAG: (T<^A) tansversionM 
•d=±34 

L<=>F;CTT^TTT, CTC^TTC : (C<=>T) transition^ 
I^F;ATT<^TTT N ATC<^TTC: (A<=>T) tansversionM 
•d=±44 

C^F ; TGT^TTT, TGWTTC: (GOT)tansversionM 

A<^D ; GCTOGAT, GCC^GAC: (C<=>A) tansversionM 
•d=±48 

V<^F;GTT^TTT, GTC<=>TTC 

GTA<=>TTA N GTG^TTG : (G^T) tansversionM 

D^Y;GATOTAT, GACOTAC: (G<^T) tansversionM 
•d=±58 

G^D ; GGTOGAT, GGC^GAC : (G<^A) transition^ 
A^E ; GCA^GAA, GCG^GAG: (COA)tansversionM 
•d=±60 

S<^F;TCT<^TTT\ TCC<^TTC: (C<=>T) transition^ 
COY;TGT^TAT, TGC^TAC : (GOA) transition^ 
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[0168] 
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CM 
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10.0(0.451) 


12.2(0.550) 


1.5(0.536) 


12.7(1.00) 


4.6(0.0820) 


10.7(0.191) 


6.3(0.112) 


11.6(0.207) 


11.9(0.179) 


19.3(0.242) 


11.5(0.205) 


11.4(0.203) 


10.8(0.164) 


22.5(0.341) 


16.4(0.249) 


16.3(0.247) 


O 














P3 


CO 


co 




PS 


o 


o 


O 


o 


TGT 


TGC 


VOX 


TGG 


CGT 


CGC 


CGA 


CGG 


AGT 


AGC 


AGA 


AGG 


GGT 


GGC 


GGA 


GGG 


< 


12.1(0.438) 


15.5(0.562) 


0.7(0.25) 


0.6(0.214) 


10.5(0.412) 


15.0(0.588) 


12.0(0.26) 


34.1(0.740) 


16.7(0.461) 


19.5(0.539) 


24.1(0.248) 


32.2(0.572) 


21.9(0.461) 
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»c 

<M 


29.0(0.421) 
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Q 




fa 


TAT 


TAC 


TAA 


TAG 


CAT 


CAC 


CAA 


CAG 


AAT 


AAC 


AAA 


AAG 


GAT 


GAC 


GAA 


GAG 




14.7(0.184) 


17.6(0.220) 


12.0(0.150) 


4.4(0.0551) 


17.3(0.284) 


20.1(0.330) 


16.7(0.274) 


CO 
rH 
i—l 

d 

■> ✓ 

OS 

CO 


13.0(0.243) 


19.4(0.362) 


15.1(0.282) 


6.1(0.114) 


18.6(0.234) 


28.4(0.402) 


16.1(0.228) 


7.5(0.106) 




CO 


CO 


CO 


CO 


Ph 


Ph 


Ph 


Ph 


Eh 


Eh 




Eh 


< 






< 




TCT 


TCC 


TCA 


TCG 


CCT 


CCC 


CCA 


CCG 


ACT 


ACC 


ACA 


ACG 


GCT 


GCC 


VOO 


GCG 




Eh 


17.1(0.523) 


20.6(0.630) 


7.5(0.0746) 


12.6(0.125) 


13.0(0.129) 


19.8(0.197) 


7.8(0.0776) 


39.8(0.396) 


16.1(0.355) 


21.6(0.476) 


7.7(0.170) 


22.2(1.00) 


11.0(0.180) 


14.6(0.239) 


7.2(0.118) 
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*2 





original code 


H l Jc^coBlfc 


| mime 


m 2 x^com^ 






GGT 


TGT: C 


! 110.0 


GTT: V 


\ 11.0 






CGT:R 


; 4.6 


GCT: A 


j 18.6 






AGT:S 


: ii.9 


GAT: D 


I 21.9 




GGC 


TGC:C 


! 12.2 


GTC: V 


; 14.6 






CGC:R 


■ 10.7 


GCC: A 


! 28.4 


G 




AGC:S 


! 19.3 


GAC: D 


! 25.6 




GGA 


TGA:M 


: L5 


GTA: V 


; 7.2 






CGA* R 


; 6.3 


GCA: A 


; 16.1 






AGA:R 


I 11.5 


GAA: E 


' 29.0 




GGG 


TGG: W 


! 12.7 


GTG: V 


! 28.4 






CGG:R 


11.6 


GCG: A 


7.5 






AGG:R 


11.4 


GAG: E 


39.9 




1 CRStlWVADE J 




original code 


9S l it^ft 










GCT 


TCT:S 


14.7 


GTT: V j 


11.0 






CCT:P 


17.3 


GAT: D 


21.9 






ACT: T ! 


13.0 


1 

GGT: G i 




10.8 




GCC 


TCC:S i 


17.6 


GTC:V ! 


14.6 






CCC:P ; 


20.1 


GAC: D j 


25.6 


A 




ACdT ; 


19.4 


GGC: G j 


22.5 




GCA 


TCA: S ! 


12.0 


GTA: V 1 


7.2 






CCA: p ; 


16.7 


GAA:E i 


29.0 






ACA: T ; 


15.1 


GGA: G i 


16.4 




GCG 


TCG: s j 


4.4 


GTG: V j 


28.4 






CCG: P j 


6.9 


GAG: E ; 


39.9 






ACG: T ! 


6.1 


GGG* G ! 


16.3 




SPTVDGE 
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m 3 





original code 






Wi 2 Sr^cofi^ 






PPT 


ll/l* O 


; 14.7 


CJ 1 1 . L 


; 13.0 






ACT:T 


; 13.0 


CAT: H 


: 10.5 






GCT:A 


: i8.6 


CGT:R 


! 4.6 






Tf!P: S 


! 1 7 A 
1 1 l .D 


PTP- T 


! 1 Q SJ 

i ly.o 






Apr • t 


, iy.4 


a ♦ xj 
LAL- xi 


\ 15.0 


p 




GCC: A 


! 28.4 


CGC:R 


: 10.7 




CCA 


TCA:S 


; 12.0 


CTA: L 


: 7.8 






ACA:T 


: i5.i 


CAA: Q 


i 12.0 






GCA: A 


: i6.i 


CGA: R 


i 6.3 




CCG 


TCG:S 


: 4.4 


CTG:L 


39.8 






ACG:T 


6.1 


CAG: Q 


34.1 






GCG:A 


7.5 


CGG:R 


11.6 




STALHRQ 




original code 


m 1 5c^^sj^ 










GTT 


TTT:F 


17.0 


GCT: A 


18.6 






CTT: L 


13.0 


GAT: d ; 


21.9 






ATT: I 


16.1 


GGT: G 


10.8 




GTC 


TTC: F 


20.6 


GCC: A ] 


28.4 






CTC: L 


19.8 


GAC: D i 


25.6 


V 




ATC: I 1 


21.6 


GGC: G ! 


22.5 




GTA 


TTA: F ! 


7.5 


GCA: a : 


16.1 






CTA: L ! 


7.8 


GAA:E ! 


29.0 






ATA: I ! 


7.7 


GGA: G ! 


16.4 




GTG 


TTG:F : 


12.6 


GCG: A ! 


7.5 






CTG: L 


39.8 


GAG: E ; 


39.9 






ATG: M ! 


22.2 


GGG: G ! 


16.3 




FLIMAOGE 



[0171] [JH] 
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original code 


M 1 X^(DW:i%: 




^ 2 "iT^COfW^ 


1 IJS./TJ 9?* is. 




AG1 


TCT- S 


\ 14.7 


ATT: I 


; 16.1 






CCT:P 


! 17.3 


AAT: N 


I 16.7 






GCT:A 


! 18.6 


AGT: S 


: ii.9 




ALU 


IOC- O 


; 17.6 


ATC: I 


26.6 






CCC- P 


20.1 


AAC: N 


19.5 


T 




GCC: A 


19.4 


AGC:S 


19.3 




ACA 


TCA:S 


12.0 


ATA: I ; 


7.7 






CCA:P 


16.7 


AAA:K i 


24.1 






GCA: A ; 


16.1 


AGA: R i 


11.5 




ACG 


TCG: s ; 


4.4 


ATG: M j 


22.2 






CCG: P 


6.9 


AAG: K 


32.2 






GCG: A 1 


7.5 


AGG: R ! 


11.4 
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1 ■ 1 i 

original code 






2 iZ^COg^: 


; mmmm 




TGT 


CGT:R 


; 4.6 


TTT: F 


| 17.1 






AGT:S 


! 11.9 


TCT: S 


! 14.7 






GGT:G 


: io.8 


TAT: Y 


1 12.1 


c 


TGC 


CGC:R 


; 10.7 


TTC: F 


; 20.6 






AGC:S 


I 19.3 


TCC:S 


; 17.6 






GGC: G 


! 22.5 


TAC: Y 


! 15.5 






TAG: j|» 


: 1.5 


TGG: W 


: 12.7 




RSGFYW^ 






original code 






m 2 x^<omm 


! mmrnm 




GAT 


TAT: Y 


12.1 


GTT: V 


: n.o 






CAT: H 


10.5 


GCT: A 


! 18.6 






AAT:N 


16.7 


GGT: G 


10.8 


GAC 


TAC: Y 


15.5 


GTC: V 


14.6 






CAC:H 


15.0 


GCC: A 


28.4 






AAC:N 


19.5 


GGC: G 


22.5 






GAA: E 


29.0 


GAG: E ! 

■ 


39.9 




YHNE VAG 




original code 












AAT 


TAT: Y ! 


12.1 


ATT: I ! 


16.1 






CAT: H ; 


10.5 


ACT: T 


13.0 


N 




GAT: D ; 


21.9 


AGT: s : 


11.9 


AAC 


TAC:Y ! 


15.5 


ATC: I 1 


21.6 






CAT: H ! 


15.0 


ACC: T ! 


19.4 






GAC: D ! 


25.6 


AGC: S ! 


19.3 






AAA:K ; 


24.1 


AAG:K ; 


32.2 
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E 



K 



I original code 






% 2 t?(7)itl 




| GAA 


TAA: m 


; 0.7 


GTA: V 


1 ^2 




CAA: Q 


; 12.0 


GCA: A 


I 16 * 1 




AAA: K 


! 24.1 


GGA: G 


i 16.4 


| GAG 


TAG: m 


| 0.6 


GTG: V 


■ 28.4 | 




CAG: Q 


! 34.1 


GCG: A 


I 7.5 




AAG:K 


! 32.2 


GGG: G 


i 16.3 | 




GAT:D 


! 21.9 


GAC: D 


I 25.6 1 




QKDVAGd 1 


1 original code 


% 1 t^^gi 




% 2 ~X^(DW^ 


I &mm& 1 


| AAA 


TAA: 


0.7 


ATA: I 


: 7.7 | 




CAA: Q 


12.0 


ACA: A 


! 15.1 | 




GAA: E 


29.0 


AGA: R 


11.5 


| AAG 


TAG: m 


0.6 


ATG: M 


22.2 | 




CAG: Q 


34.1 


ACG: T ! 


6.1 1 




GAG: E ! 


39.9 


AGG: R i 


11.4 1 




AAT: N 1 


16.7 


AAC: N ! 


19.5 1 


( QENITRM^ J 


1 original code 


% 1 X^(DW$: i 


rnrnmm 






| CAA 


TAA: fa ! 


0.7 


CTA: L ! 


7.8 | 




AAA: K i 


24.1 


CCA: P i 


16.7 | 




GAA: E i 


29.0 


CGA: R i 


6.3 


| CAG 


TAG: m i 


0.6 


CTG: l : 


39.8 | 




AAG:K ! 


32.2 


CCG: P ; 


6.9 1 




GAG: E ; 


39.9 


CGG: R ; 


11.6 1 




CAT: H i 


10.5 


CAC: H i 


15.0 | 


S KEHLPRH 1 
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7 





original coae 








1 /±- pn lis r*F 




CAT 


TAT: Y 


: i2.i 


CTT:L 


! 13.0 






AAT:N 


; 16.7 


CCT:P 


; 17.3 


H 




GAT:D 


; 21.9 


CGT: R 


; 4.6 


CAC 


TAC: Y 


! 15.5 


CTC:L 


: i9.8 






AAC:N 


! 19.5 


CCC:P 


! 20.1 






GAC: D 


! 25.6 


CGC:R 


! 10.7 






CAA: Q 


12.0 


CAG:Q 


34.1 




YNDQPRL 




original code 


% 1 jt^GQfilfc 




m 2 jc^^tft 






TTT 


CTT:L 


13.0 


TAT: Y 


14.7 






ATT: I 


16.1 


TCT: S 


12.1 






GTT: V 


11.0 


TGT: C 


10.0 


F 


TTC 


CTC: L i 


19.8 


TAC: Y 


17.6 






ATC: I j 


21.6 


TCC: S 


15.5 






GTC:V ; 


14.6 


TGC:C 


12.2 






TTA: L ! 


7.5 


TTG:L 


12.6 




LI VS YC 




original code j 


m i x^owm \ 




m 2 -x^coum \ 


mmmm 




TAT 


CAT: H ! 


10.5 


TTT: F ! 


17.1 






AAT: N ! 


16.7 


TCT: S ! 


14.7 






GAT: D ! 


21.9 


TGT: C 1 


10.0 


Y 


TAC 


CAC: H ; 


15.0 


TTC: F 


20.6 






AAC: N ; 


19.5 


TCC: S ! 


17.6 






GAC: D 1 


25.6 


TGC: C I 


12.2 






TAA: m ! 


0.7 


tag: m : 


0.6 
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a? s 





original code 


m 1 5r^cogm 




m 2 x^cow^ 






TCT 




i 1 7 *3 

J. 1 .O 


r r r r r T' tr 


i 17 1 
, 1 /.I 






AC1 • T 


■ 13.0 


TAT: Y 


! 12.1 






GCT: G 


! 18.6 


TGT: C 


i 10.0 




TCC 


CCC: P 


I 20 1 


TTP: F 

i. J. v> » J; 


90 






ACC:T 


! 19.4 


TAC: Y 


; 15.5 






GCC:A 


! 28.4 


TGC:C 


21.2 




TCA 


CCA:P 


! 16.7 


TTA: L 


7.5 








i e i 
10. 1 


TP A A " 


U. / 






GCA: A 


16.1 


TGA: m 


1.5 




TCG 


CCG:P 


6.9 


TTG: L ; 


12.6 


Q 
O 




ACG:T 


6.1 


TAG: jj& 


0.6 






GCG: A 


7.5 


TGG: W 


12.7 




AGT 


TGT: C 


10.0 


ATT: I 


16.1 






CGT: r ; 


4.6 


ACT: T 


13 0 






GGT: G 


10.8 


AAT:N 


16.7 




AGC 


TGC: C 


12.2 


ATC: I I 


21.6 






CGC:R 


10.7 


ACC T 


19.4 






GGC: G ! 


22.5 


AAC: N ! 


19.5 






AGA: r : 


11.5 


AGG: R i 


11.4 
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original code 


H i ir^cog^ 


! i^mm& 


^2 




CTT 


TTT: F 

X X X • X 


■ 17 1 

* * 


PPT* P 


170 

I ir.u 




A TTTTl. T 

Ai 1 • 1 


, 16.1 


CAT- H 


! 10.5 




GTT: V 


: li.o 


CGT:R 


! 4.6 


CTC 


TTC: F 


! 20 6 


CCC: P 


1 2D 1 

1 iu. 1 




ATC:I 


; 21.6 


CAC:H 


! 15.0 




GTC: V 


! 14.6 


CGC:R 


10.7 


CTA 


TTA:L 


7.5 


CCA:P 


16.7 




ATA: T 


7 7 


pa a* n 


ion 




GTA: V 


7.2 


AGA:R 


6.3 


CTG 


TTG:L 


12.6 


CCG:P 


6.9 




ATG:M 


22.2 


CAG: Q 


34.1 




GTG: V 


28.4 


CGG: R 


11.6 


TTA 


CTA: L ; 


7.8 


TCA: S ; 


12.0 




ATA: I 


7.7 


TAA: ! 


0 7 




GTA: V 


7.2 


TGA: j|» 


1.5 


TTG 


CTG: L 


39.8 


TCG: S ; 


4.4 




ATG: M 


22.2 


TAG: *§■ ; 


0.6 




GTG: V 1 


28.4 


TGG: W ! 


12.7 




TTT: F ! 


17.1 


TTC: F i 


20.6 


FIV(L)MPHRQSW#t- 
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iio 



R 



original code 


% 1 5c*^em 


1 femmm. 


H 2 X^<DW$: 






1 Ijr 1 • \j 


i inn 


LI 1 • Li 


\ 13.0 




AGT* S 


; ii.9 


CCT:P 


! 17.3 




GGT: G 


! 10.8 


CAT:H 


1 10.5 


CGC 


TGC: C 


I 19 9 


PTP* T 


8 1 Q ft 




AGC:S 


: 19.3 


CCC:P 


! 20.1 




GGC: G 


22.5 


CAC:H 


15.0 


CGA 


TGA: jft 


1.5 


CTA:L 


7.8 






i 11.0 


nn a • t> ' 
UCA« .r i 


lb. 7 




GGA:G 


16.4 


CAA: Q 


12.0 


CGG 


TGG: W 


12.7 


CTG: L 


39.8 




AGG: R 


11.4 


CCG: P ; 


6.9 




GGG: G 


16.3 


CAG: Q ; 


34.1 


AGA 


TGA: H» j 


1.5 


ATA: I ; 


7.7 




CGA: R 


6.3 


ACA: T 


15.1 




GGA: G 


16.4 


AAA: K 


24.1 


AGG 


TGG: W | 


12.7 


ATG: M j 


22.2 




CGG: R 


11.6 


ACG: T 


6.1 




GGG: G ! 


16.3 


AAG: K i 


32.2 




AGT: S ! 


11.9 


AGC: S i 


19.3 


CSGTW(R)LPQIKMH*I 



[0178] 





l 




original code 












ATG 


TTG:L 


12.6 


AGG:R 


11.4 


M 




CTG: L 


39.8 


ATT:i 


16.1 




GTG: V 


28.4 


ATC:I 


21.6 






ACG:T 


6.1 


ATA: I 


7.7 






AAG: K i 


32.2 | 
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2 




original code 












TGG 


CGG:R 


! 411.6 


TAG: m 


0.6 


w 




AGG:R 


11.4 


TGT: C 


10.0 




GGG:G 


16.3 


TGC^C 


12.2 






TTG:L 


12.6 


TGA:^ 


1.5 






TCG: S 


4.4 IniH 




RGLSCH | 



[0180] [^13] 



1 3 





original code 


m i ic^fi* 




m 2 -x^(DU$k 






ATT 


TTT:F 


17.1 


ACT T 


13.0 






CTT:L 


13.0 


AAT:N 


16.7 






GTT: V 


11.0 


AGT:S 


11.9 




ATC 


TTC: F 


20.6 


ACC:T 


19.4 


I 




CTC:L 


19.8 


AAC:N 


19.5 






GTC: V 


14.6 


AGC: S 


19.3 




ATA 


TTA:L 


7.5 


ACA:T 


15.1 






CTA:L 


7.8 


AAA:K 


24.1 






GTA:V 


7.2 


AGA: R ! 


11.5 






ATG: M 


22.2 
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^i-^C7^#JCO§|5^^(Dt6^^^-*Mref-C (Pnf ;X ^KorR) = (m + • • 

k k+1 

•m ) +18, <£>— P; 

n 

[0247] rfrkfrfc^ffibfc, ti^^-^-S^— i¥{Mref-N(Pnf;X ->K) ;k=l, ■••n-1 

k 

h {Mref-N(Pnf ;X -»R) ;k=l, •■•n-1}, JfektM^ {Mref-C (Pnf ;X ^KorR) 

k k 

;k=l, •••n-l}(D#^^^^-r^)o 
[0248] ^Hlf ii-2 : 
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Pex-ni= {Pni} ^tf&WMMWM (Mex) 
Cex-ni= {Mex(Pni) ;Pni<^Pex-m} bfeMT&c 
[0249] ^fflfiii-3 : 

#Pnf e Pref-nf = { Pnf} \Z& LT, 
#^|-n* { Mref— N (Pnf ; X — >K) ;k=l„ ■••n-lh { Mref— N (Pnf ; X — »R) ; k = 1 > •• 

k k 

•n-lh fcbXf}^ {Mref-C(Pnf ;X ^KorR) ;k=l N ■••n-l}£„ ^^Cex-ni^(D 

k 

[0250] (c) ff|fc^[{Mref-N(Pnf ;X ->K) ;k=l, • • -n-l} U {Mref-N (Pnf ;X -»R) ; 

k k 

k=l, •••n-l}] nCex-ni= <J> (QM'aX'&Z)) (D^^ 

o 

[0251] (d) aH^[{ Mref-N (Pnf ;X -»K) ;k=l, •••n-l} U {Mref-N (Pnf ;X -»R) ; 

k k 

k=l, •••n-l}] nCex-ni^ <f> (^^"Cfii&l'O CD^^ 
[0253] (e) 3S^HMref-C(Pnf ;X ^KorR) ;k=l, •••n-l} nCex-ni= 0 (^^-^ 

k 
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[0254] (f) ^^^{Mref-C(Pnf;X ^KorR) ;k=l N •••n-1} HCex-ni^ 4> 

k 

[0255] SX-k<DMltm / £$:, *mi£b£tiX\<^ <&&?>'/*?W&&&7£'<7'^b*Wi}t<D 

[0256] mmma-±, ^m^<D^Q^iy^m^^^y°^vm^<Dr^ymmm\^^ 

^ift^HS. i^iaotlj:, (d) £ (f) <D—jrClst>\ ^<D^m&&mVk£ 

n^^M&&h%o ^-rtKDm&h, ZKDmfeztiz&frT^ymmmb, ms/ms 
[0257] (m) ^m^(D^^>^K^m^y°^bW}i(DT^/mm^w^- 



[0258] rcD*^^«, *^ti$ntv^, ^?^<?K&Mmfe^<7°?-b*Wr}i<DM'£< 
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[0261] 



[0259] r<Z)Sl>toS^1-5^o<7)^^:^K^ 

[0260] ^16Sr#fl8bT, y-^/^(b> T/^-^^cDftfl^T^/^cDgmL/t^^, 



K- 



m<Dmt<DM&D tit, mm-rz. 



R- 



D ={-71, -57, -31, -29, -27, -25, -15, -14, -13, +1, +3, +9, 



K- 



+ 19, +35, +58} 

D ={-99, -85, -69, -57, -55, -53, -43, -42, -41, -27, -25, -19 

R— » 

, -9, +7, +30} 

3zW\feb£tlX\<^ <&£P^W^fCS*^^:7W*T^|fe^Pref-nf= {Pnf} 

[0262] -tOBS, y-»-^ttT/^^^^ N iOT^/K^tf^ilfcte*, mwr&ftz 

[0263] { (Mref(Pnfl) +Mref(Pnf2)-18 + d) ;deD } 
{ (Mref(Pnfl) +Mref(Pnf2)-18 + d) ;dGD } 



R- 



^lllf iii-2 : 



Pex-ni = {Pni} fc&tf&KMMMW. (Mex) (DM^, 
Cex-ni= {Mex(Pni) jPniePex-nij^AEiiii^o 



[0264] ^IHMiii-3 : 



&pnfibPnf2(Dmx^fcmfe^7°^w}imznvx, 

^g>, V^-f tL/5^^^£tLTl^, lfc^{ (Mref(Pnfl) +Mref(Pnf2)-18 + d) ;d 
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D h fcSV^iH^{ (Mref(Pnfl) +Mref (Pnf2)-18 + d) ;d^D M^C 



K- 



R- 



'ALT, HSCftfc— gr«a^a>&&j£i-5o 



[0265] (g) fflfc^H (Mref(Pnfl) +Mref(Pnf2)-18 + d) ;d£D } n Cex-ni= * ( 

K— » 



era 



^TfcS), feSl^S, fflfc^H (Mref(Pnfl) +Mref(Pnf2)-18 + d) ;dGD } HC 

R— > 

ex-ni= <f> (^fc^TfcS) ©1^- 

L/c, hy^^-KUff^iWM^^SHLT, il^tbTV>6-<^K|ff>t«> 
S^$^TV^,#W^^^^KS>fe^ll?IU^ 0 ^Kif>tO^cp^#^LT 



[0266] (h) ff|fc^{ (Mref(Pnfl) +Mref(Pnf2)-18 + d) ;deD } HCex-ni^ <t> ( 



7? 



K- 



^Tte&l^h feSVMi, WM&{ (Mref(Pnfl) +Mref(Pnf2)-18 + d) ;d£D } n 



R- 



Cex-ni^ <f> (^fe-^T«&l>) <DW>^ 



/ti^Tl^, ^^^>-/^«S5fec7)»iJ^^Kif^c7)^^^#^LT 
[0267] ^<Dt£^£*L5§B#T^/Mia^ MS/MS^T^f#fett6^»J-< 



[0268] |Wig#^ N 'cDig^5-<^Kif>t^-^^6, d<om>h, ^16^r#^LT, 

So 

[0269] (5—5) de novo sequencingCD^ffi 
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&fflmVX, ^W«£RBt>de novo sequence fc£ K)%htl^^mM<D^<^h* Wf K 

HBKfc, de novo sequence(D^^^ N ^— 0|H^(Z)f^-efc5> ^£p*>v^ff#> 

[0271] H^tt, ffliR&^flte, T^/^@^^|^^^^CTV>§^^« > _bfBcD— ig 
onj5c*fJtjft-f^-Cfi % ; e(Dit#^fi^n^V^5 N de novo sequenced «t V&btlZ 

[0272] iSfe 0»Rf^ iHoT, fC*##r KH^LT, r/^xt°— Mtirft%i#i//*?W 

novo sequencingSr^fei-Srir-C, S(sBfc-C#5r.£fc&5 0 ^f$^^«, MtifMM? 

de novo sequencing^5fe-f ^<Dit<D^ig£[Il^-f 5-<^"e^£ 0 

[0273] ^fc N MALDI-TOF-MS^-Cf^, ^t/^WJf S^^f^^S— fffi» H&cE>R§ 
^>-flj (M + H/Z;Z= l),^fc«— fffi(Dr||(D^^flj (M-H/Z;Z=1) 
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[0277] 



^CO^^-^Mj (M-H/Z;Z=l)#\ y^y^^^ ^y^grf TpSD (post s 
ouce decay)j£V>5SUM5*>!9, l^tiottt, ^cDPSD^T^Cfcte^ 



S^^^S— ffi<DtM<DWs't^M} (M + H/Z;Z=l)^/c«— fffic^r 
m<D^^->mi (M-H / /Z;Z=l)^IH«Wtgtt^fe5^ > MS/MSMi-S 
de novo sequencing^Jfe^rtT, r<7)®cD^|l^#^-3-^T#5 0 

[0274] (e) ^a^MiSb«f^f«, r-^s^Mjr^y^ 



[0275] AE^<D^y°/VbmB.m^(D^-^;Vt\^\ ^T, difFerential^jf^f ofc^ 



[0276] siiRttf^^^-r^y^^m^f-KbTtt, #<(D^, -nk^nn.$kW}fc 
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m-tzx^m* ^m^mm^x, twm^mm, Bm^-r^^^^xh, 
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[i] m%tMM<D?^/<?m^\,^x, 

i^56^S|bf-^f^^-^W^®^ftj^-rS-<^Km^*fbT, Cys-Cys*^ 

Mv^/V^K (S-S) ^#§r|fl^$^^i!^ Bltg^jlTcMSrJfe 

u io, ^^^/^^wcojffDs^- (folding) mtt£t*>'/<?'%*m!&-r 

^t(M-H/Z;Z=l)i:LT, KS^MiTlIiJ^^M^^^^, 
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^h*m)tfflfc&&'rzmi£ft^-*. (Mref) (DtyhtU 

ttfefr^* (Mref) (D^yh^mfrbMf&ISth^ -<^K8ff>t»cDti^^*( 
Mref) CDy 1 ' — $ • i?;y b-Sr, &ffig&*f*-9 ' ^-^LT^Jffl U 

>tltm^ s ^"-rSti^^S (Mref) O-fey hiSr^f Jt^*, 

ffv\ 
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[2] 



[3] 



[4] 



MUX, 
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ft^m (Mref) t— srrs, mmmmm (M ex ) ^-rs^in^cD^w^^^^ 

[5] fufEX© (3) ^Jfcifetfsfc&l X, ^5&^M£^£ft5<k*n* 

stt- s f ffl ^ tit v ^ v > , * m <d m&$xtt&# >^ w s *^rm k k 

S:(Mref)£— ffirTS, SC*»H[S (Mex) ^-T^m'M^mM^fM^^^W 
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m (Mref) t—gdrz, w-Ammm. (Mex) ^-r^m^mm^rMM^^M 

MUX, 

fe^*(Mref)£|pffiU 

(Mref) ih-s, jfi (Mex) ^m-r^m^mm^rMM^ 

fi(Mref) ^— ifc-TS, fCfil^Ufi (Mex) ^^^mMfDmM^fM^^^'K 



WO 2005/062034 



111 



PCT/JP2004/018901 



tL3T^/M^£^ N fijfe#ilS<Z)2jfA^JI^ 
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m'£to#>'s<?W(D^±&T$ymE>m r P otitis, mmmrnvtcr^ymnm 

£th%T*/mmmz.m-3%, mm%mm<DmA%±mb, miLmmwz^^wA 
mm^^m ^mmcomm^m (Mref) &wmu 

(Mref) b— WcTZ>, W*»KS (Mex) %i?1r%^m7£<Dmffl%fMM?^^?W& 

(Mref) ^— ifc-ra, w*»KS(Mex) ^-r^m^mM^xn^^^w^ 

[9] fufEXH (3) (D-^i^fN^&l mmfe<Dmffibmfe£tl% y Jk%)?^? 
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y°^vw\m%w^<Dm^^m (Mref) ^jfmu 

(Mref) ifc-TS, W^mWmiMex) &#1-ttmfe(DmM$rtt&*^s<?'%& 

tufa— &^m<DT^ymmm^&M^%ir&mm^^wmztt^&mmft 

Xfi (Mref) t—WcTZ, WAMWm (Mex) £WX5* III flrx*^^^ 

tfrlBXm (3) (Z)-^l:b^^*5V >X, B^^f^M^^^S^P^^ 
K^ft^-TSir^hcf 1 ©, ^^^^^^^^-^^^^.^(Mref)^, - 

l^C, ^LXV>5f^^P^^^@^ft*X»^^K»fK-^^i65-<^5A 

[11] SfjfEXm(3)(Z)-^i:b^t^*5V^X, MR^(Z)f^i^lJ^tL6^P^^^^ 

MUX, 
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m&to*>'s<?W(D^±&T$ymE>m r P otitis, mmmrnvtcr^ymnm 
ft^-m (Mref) h— iH-£, KAmmm (Mex) ^i-&mmfem%m$tMM?>^ 

[12] rnUTM (3) (D-^i^fN^&l M^cDf^M^J^^^P^^ 
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^^!:S3l5t51)l^fKBfliM©i^fi(Mre^|LfflU 

SC-TS, K*»'J jfi (Mex) ^-T5^|Wl^(7)f»tff*j-^^^KS*^Sy 

[13] ttflHXm(3)<D— J5fe*fJtjftf^^*3V^T, sra^^iM^j^tts^^^^^ 

^^Yv^^ ft *T3tt5£-<^K©r ^mm^ti^^* (Mref) SrUCfflU 
(Mref) iH"5, W**aiJ jfi (Mex) £^6*1^0^ ^ti^^fC ft 

(Mref) ifirrS, WaM'Jffi(Mex) ^-r5*in^^^w>^^^^^Kft 
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MLT\ 

(Mref) t— SrT5, «*»ijjt (Mex) ^-rS^l^^^lMW^f^^^^W* 
(Mref) b-%kTZ>, W^mWm (Mex) ^ft5*^£®ijS W>tf^>v-^ 

[is] ^<^, x^i-sx^it^m^LT, 
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^flj <Dft=f-m. (M + H/Z ; Z= lh r^©^^® j <Dft=f-&. (M 

^mm^^KMHiWfi (Mex) ©-fe-zh^P^T, 



[16] mlfS^fi^^^^^/^K^^S^^i:^, ftti^cD^^Kil^LT 



WO 2005/062034 



118 



PCT/JP2004/018901 



1/2 



WO 2005/062034 PCT/JP2004/018901 

[mi] 




[02] 




[03] 




Oterminal 



WO 2005/062034 



2/2 



PCT/JP2004/018901 



[04] 



m^^&M ref 

a 
■ 




{Pid} 






R + 



Mref AMx-r+18 
=Mfral+Mfra2 



INTERNATIONAL SEARCH REPORT 


International application No. 




PCT/JP2 004/0 18 901 


A. CLASSIFICATION OF SUBJECT MATTER 




Int. CI 7 G01N27/62 





According to International Patent Classification (IPC) or to both national classification and IPC 

B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 
Int. CI 7 G01N27/62, G01N33/48 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 
Jitsuyo Shinan Koho 1922-1996 Toroku Jitsuyo Shinan Koho 1994-2005 

Kokai Jitsuyo Shinan Koho 1971-2005 Jitsuyo Shinan Toroku Koho 1996-2005 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
PATOLIS, JICST FILE(JOIS) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category 5 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



A 



WO 2002/072863 Al ( PE CORP.), 
19 September, 2002 (19.09.02), 
Page 1, lines 4 to 6; page 2, lines 
page 14, line 16 to page 15, line 8 
& JP 2004-526958 A 



1-16 



1 to 3; 



WO 2002/061047 Al (Ciphergen Biosystems, 
08 August, 2002 (08.08.02), 
Page 108, lines 4 to 12 
& JP 2005-504263 A 



Inc . ) 



1-16 



JP 10-276782 A (Nisshinbo Industries, 
20 October, 1998 (20.10.98), 
Page 4, lines 4 to 24 
& EP 0875575 A2 



Inc . ) 



1-3, 10 



1 x I Further documents are listed in the continuation of Box C. 



i 1 See patent family annex. 



* 

"A" 
"E" 
"L" 

"O" 



Special categories of cited documents: 

document defining the general state of the art which is not considered 
to be of particular relevance 

earlier application or patent but published on or after the international 
filing date 

document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

document referring to an oral disclosure, use, exhibition or other means 

document published prior to the international filing date but later than the 
priority date claimed 



«<T"»> 



"X' 



later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

document member of the same patent family 



Date of the actual completion of the international search 
11 March, 2005 (11.03.05) 


Date of mailing of the international search report 
29 March, 2005 (29.03.05) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/ISA/2 10 (second sheet) (January 2004) 



INTERNATIONAL SEARCH REPORT 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



International application No. 

PCT/JP2004/018901 



Category' 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



JP 2003-525628 A (HUMAN GENOME SCIENCES, INC.) 
02 September, 2003 (02.09.03), 

Page 41, line 27 to page 42, line 12; page 43, 

lines 6 to 19 

& WO 01/066706 Al 

JP 2003-135073 A (The Institute of Physical 
and Chemical Research) , 
13 May, 2003 (13.05. 03) , 
Page 3, lines 12 to 24 
(Family: none) 



5, 6 



7, 12 



WO 2001/032831 A2 (New England Biolabs, 
10 May, 2001 (10.05.01) , 
Full text; all drawings 
& JP 2004-500050 A 



Inc . ) , 



8,13 



Form PCT/ISA/210 (continuation of second sheet) (January 2004) 



-5§- PCT/JP2004/0 1 8 9 0 1 



Int. C 1 7 G 0 1 N 2 7/6 2 



SrfTofcft/MfiK** (SBaWS^S (IPC) ) 



Int. CI 7 GO 1N2 7/6 2, G01N33/48 



B:*ll3lfflfr^k$ft 1 9 2 2- 1 9 9 6^ 

0*H^WHfflff^# 1 9 7 1-200 5? 



0 #HSI^I/B£r^4M* 



1 994-2005? 
1 996-2005? 



PATOLIS, J I CST7r^ ( J O I S) 



c. 



ft 5&cDffiH <£>#-*§- 



WO 2 00 2/0 7 2 8 6 3 Al (PE CORPORATION) 
2002. 0 9. 19, 

SglSOB4-6*T\ ^21^1 -3tT> fgl 4111 6n~mi 5H®8tT 
& JP 2004-526958 A 



1 — 16 



WO 2002/061047 Al 

(C iphergen Biosystems, 
S10 8114- 1 2ft 
& JP 2005-504263 A 



1-16 



Inc. ) 200 2. 08. 0 8, 



rpj mmmmamx\ t^mvmv^mnm&tte&wm 



ITJ SRttUSBXttflBteBftfc:4^£ 
rxj «rH:Baa©*>5Aitt-efco-c, S 

J; o x it ^14 & * v > t % ^ ft 5 
r&j i-A , fyf-77 5y-3tt 



6>ft5 fc» 



Sr^TLfcB 



11. 03. 2005 



B*H4$fF/t (I SA/J P) 
ffl"(M#-i!- 100-8915 



3-5!- 



20. 3. 3005 



i£4§ 3E3t 



2 W 



3 3 11 



;!£#-!§- 03-3581-1101 3 2 9 1 



iiPCT/ISA/2 10 (12^—^) (2 0 0 4?!^) 



\mmm^r^r PCT/JP2004/0 1 8 90 1 



c m%) . 



^7^=f y ~ * 



JP 10-276782 A ( R M^Mtt^tt) 1998. 10. 20, 

r 

& EP 0875575 A2 



1-3, 10 



JP 2 0 0 3—5 2 5 6 2 8 A (fc^-— 
AKl^-f^^y K) 2 0 0 3. 0 9. 0 2, 
14 lHlg2 7tf-m4 2lgl 2tT, ^431 
& WO 01/066706 Al 



5, 6 



6-1 9 f? 



JP 2003-135073 A (mit^fflZZWt) 2003. 05. 13, 

3Mmi 2-2 An {?t^ y — &u 



7,12 



WO 2001/032831 A2 
(N ew England Biolabs, 
2001. 05. 10, ^X^M 
& JP 2004-500050 A 



8, 13 



Inc. ) 



iSPCT/lSA/2 10 (mz^-i/COmZ) (2 004^1^) 



